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This letter respmds to the September 25,1998, citizen petition submitted by Knoll 
Plwmacmtical Company (Knoll) and supplemented on August 4,1999, and on November 9, 
1999. The citizen petition requests that the Food and Drug Administration (FDA) resolve 
several scheduling and procedural issues relating to the submission of applications for 
levothyroxine sodium products. This petition is refened to in this response as the “scheduling 
petition” to distinguish it from other petitions in this docket. For the reasons discussed fully 
below, Knoll’s scheduling petition is granted in part and denied in part. 

In the scheduling petition, Knoll contends that the schedule FDA announced in the August 14, 
1997, FedcruZ &g&r notice (62 FR 43535) (1997 notice) is untir to KnoU because the 
schedule did not permit enough time for Knoll to receive a response to its citizen petition 
arguing that Synthroid is generally recognized as safe and effective (GRAS/E petition) before 
requiring Knoll to submit a new drug application @IDA). Knoll contends that waiting for 
FDA’s answer to its GRAS/E petition made it impossible for Knoll to submit an NDA by 
August, 1999, the target date by which Knoll suggests an NDA would have to have been 
submitted in order to be approved by the August 14,2000, date s~xzified in the 1997 notice. 

Knoll also argues that the timing problem was compMuLded by FDA’s alleged klure to 
provide a timely response to its Freedom of Information Act (FOW) request, submitted on 
September 12,1997. Knoll represents that it cannot complete its GRAS/E petition until it 
maives all of the documents responsive to its FOJA request. Knoll asks FDA not to ruie on 
the GRAS/E petition until Knoll has the opporhmity to supplement it based on the additional 
documents received in response to its FOIA request. 

In addition to the above scheduling issues, Knoll states its b&f that FDA intends to review 
only one application as an NDA while requiring other applications to be submitted, revived, 
and approved through the abbreviated new drug application (ANDA) review process. Knoll 
suggests that such an approach would depart from the procedure announced in the 1997 notice 
and would “unfairly and unlawfully” compound the scheduling difficulties that Knoll currently 
faces. 
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KnoU supplemented its sche&ling petition on August 4, 1999, with an additional argument in 
support of allowing Knoll more time to submit an NDA. In that supplement, Knoll notes that 
FDA published a draft guidance for industry entitled In VJw Phumucokhetics and 
Bioawhbi~ Snociics mrd In Vii Dissohiun TeSrng for La&y~m*m saiiwn T&i& 
@Goavail&@ guidance) on June 10,1999. Knoll argues that publication of this draft 
guidance proves that FDA has not determined the methodology to be used for the required 
bioavailability study; thus applicants may be required to perform additional studies when the 
methodology is i%aliz&. In Knoll’s view, this alleged indecision on the part of the Agency 
also justifiu departing from the announced schedule. 

Knoll supplemuued its scheduling petition again on November 9,1’999. The second 
~l~taslrsthat’FDAdec~thatitwillnorrefusctofile,~~,otapprovea 
0 505(b)(2) application for any levothyroxine sodium product on the ground that FDA has 
previously approved one or more NDAs for a levothyroxine sodium product” (November 9, 
1999, supplement at 2). 21 CFR 314.101(d)(9) provides that FDA may refuse to file a 
505(b)(2) application for a duplicate of an approved drug that is eligible for approval under 
section 505(j) of the Federal Food, Drug, and Cosmetic Act (the Act). Citing this regulation, 
FDA stated in its draft guidance Lewt&ruxik sodium (August 1999) (enclosed) that it may 
refuse to file a 505(b)(2) application for a duplicate of an approved levothyroxine sodium 
pmduct. Knoll asserts that if FDA were to refuse to file a 505(b)(2) application from Knoll, 
that rem would be unlawful because section 314.101(d)(9) is not. authorized by the Act. 

I. 

A. 1997 Notice 

The 1997 notice addressed a serious public health issue. In that notice, the Agency expressed 
its concern that product recalls, adverse drug experience reports, and inspection reports 
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doclqntedw&qneadpMb~withthepotencyandstabilityoflevothyroxinesodium 
pducrsrhcresukaiinanumberofobcrvedclinicalpro&~. Asthe1997noticemade 
clcPr,~~tsubstiartionofalcvothyrolrinesodium~of~arlessapotency 
thanthedoaearrntiartis~medhD~~caansult(andhas~~ina~of 
adverse evaas, including hypothyroidism and toxic manifestations of hyperthyroidism such as 
cardiac pain, palpitations, or card& arrhythmia 

Afk review@ the Agency’s information concerning the potency and stability of currently 
markted levothyroxine sodium products, FDA concluded that no currently ma&%xi 
levothyroxine sodium prduct has demonstrated consistent potency and stability and that no 
levothymxine sodium product is generally recognized as safe and effective. To ensure that the 
stability and potency problems with levothyrotie sodium products are addressed, FDA issued 
the 1997 notice requiring manukhuers of these products to submit and obtain approved 
applications for their products. 

Bmause it concluded that levothyroxine sodium products are medically necessary and should 
not be withdrawn from the market immediately, the 1997 notice gave manufkmmrs until 
August14,2000(3yearsfromthedateofthe1997notice)toprepareandconductthenquired 
studies, to prepare and submit NDAs, and to obtain approval of those a@ications. During 
those3ycars,man~ would be permitted to continue marketkg orally administered 
levothyroxine sodium pmducts. The 1997 notice stated that after 3 years, any levothyroxine 
sodium product that does not have an approved application (or is not found exempt from the 
new drug requirements) would be subject to enforcement action as an unapproved new drug. 
The 1997 notice further provided that a manufacumx who contends that its levothyroxine 
sodium product is not subject to the new drug requirements of the Act should submit its claims 
in the form of a citizen petition within 60 days of publication of the 1997 notice. 

B. 8eptember 12,1997, FOIA Request 

In its September 12, 1997, FOIA request, Knoll asked for, with respect to 24 separate items, 
‘any and ail documents which, with respect to levothyroxine sodium or any orally 
administered drug product which contains the drug substance levothyroxine sodium as an 
active ingredient (‘levothyroxine sodium products’), or any other drug products which contain 
natural or synthetic thyroid hormones as an active ingredient, intended for human use, 
constitute, identify, discuss or relate or refe to the following or were relied upon, reviewed, 
or ref’ by FDA in connection with the following. . . .- Knoll extended the xope of 
the request in letters dated October 27,1997, November 3,1997, February 10,1998, 
April 14, 1998, May 12, 1998, December 4, 1998, and December 14, 1998. In sum, Knoll 
requested every document in the agency’s possession that related to levothyroxine sodium or to 
any other thyroid drug. 
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On July 29,1999, Knoil’s counsel sent a letter complaining that the Agency’s mponsc was 
dekient because mat&al had been r&acted from some documents and because Knoll had not 
received documents whose existence Knoll posited. On August 4,1999, Knoll informed FDA 
that it did not consider the Agency’s response to the FOIA request to be complete because the 
Agency had neither supplied what Knoll mgarded as missing documents, nor officially denied 
Knoll’s request for those documents. (August 4, 1999, supplement to the scheduling petition.) 
On August 19,1999, the Interim Associate Commissioner for Public Affairs sent a letter to 
Knoll denying access to documents that are protected from disclosure under 5 U.S.C. 
552(b)(4), Q, and (7)(A). Knoll appealed this denial to the Deputy Assistant Secretaq for 
Public Afhirs (Media) of the Department of Health and Human Services (HHS) on September 
22,1999. On January 1,2ooO, in the United States District Court for the District of 
Columbia, Knoll brought a complaint for declaratory and injunctive reliefagainst FDA and HHS 
concerning the Septemba 12,1997, FOIA quest and t&r additional FOIA requests relating to 
levothyroxine sodium. 

II. Time To Comply with the 1997 Notice 

The petition asks that FDA modify the schedule to provide ‘enough time for all 
manukmrers, in&ding Knoll, to conduct or locate and include in their applications whatever 
studies are needed” (Petition at 3-4). On April 26,2000, FDA published alkhdRegk&t 
notice (65 FR 24488) amending the 1997 notice to pemit nundbmrers of Ievothyroxine 
sodium products to continue marktiq these products without FDA approval until August 14, 
2001. Assuming that it takes FDA 10 months to review an application, this revised schedule 
means that manufkmnxs of levothyroxine sodium products will have had 38 months to consult 
with FDA about application requirements, plan and conduct a bioavailability study, conduct 
stability studies, and prepare and submit applications. We believe that is a sufficient amount 
of time. 
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The 1997 notice stated that a petition claiming exemption from the new drug nquiremaxts of 
theactmustbesubmittedbyOctober14,1997. KnollfkdpartofitsGRAUEpditionon 
December 15.1997. When it was submitted, Knoll stated that the GRAS/E petition was not 
complete; Knoll stated its intention to supplement the petition to address Synthroid’s alleged 
GRAS/E status fw thyroid cancer. Knoll submitted the second part of its GRAS/E petition cm 
May 29, 1998. Knoll submitted the third part of its GRAS/E petition on Novemk 17, 1999. 
This submission made use of the documents Knoll received in response to the FOIA quest. 
Yet Knoll still does not cons&r its GRAS/E petition complete and ripe for an answer fhnnthe 
Agency.* The Agency can surmise that Knoll does not yet believe that it has sufficient 
information to establish that Synthroid is GRAS/E, but believes that the GRAS/E status of 
Synthroid may be revealed in a yet-to-be-disclosed FDA document. However, it is FDA’s 
positionthataman~~whomarketsanunapproveddrugonthebasisthatitbelieveJitis 
exempt from the new drug provisions of the Act (as Knoll has with Synthroid) must be ready 
to defend that claim at any time. Knoll has markted Synthroid without an approved 
application for more than 40 years and is expected to have the information to &fend its 
GRAS/E status already in its possession. 

Knoll argues that because the bioavailability guidance was published as a drafI, FDA has not 
determhed the methodology to be used for the bioavailability study. Knoll, thus, amtends 
that sponsors may be required to conduct additional studies once the prefd methodology is 
Gnaked, and therefore, FDA should allow more time for NDAs to be submitted. This 
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The scheduhg p&ion suggests that all applications for levothyroxine sodium must be 
accqted for filing as NDAs and that FDA lacks authority to convert subsequent J!JDAs to 
ANDAs after the tint NDA is approved. Knoll fhrthez claims that the statement in the 1997 
notice that the Agaxy was prepared to accept NDAs for Ievothyroxine sodium products, 
including 505(b)(2) applications, precludes FDA from ra@ng applicants to submit ANDAs 
for levothyroxine sodium products at any time. 

Thc1997noticerderredonlytoNDAsbecauseatthattimetherewasnoapproved 
levothyroxinesodiumproductthatcouldscrveasanfiirm#listeddrugforanANDA. Once 
an NDA is approved, that ~ved application can serve as a reference listed drug. The Act 
ntahs the ANDA route available for approval of duplicates of listed drugs, and FDA will 
accept ANDAs for 1evothyroxine sodium products. As explained in the enclosed guidance, 
FDAdoesnotintendtoconvertfikdNDAstoANTM. AnyNDAsfikdbeforetheti 
NDAisapprwvaiwillbcfeviewaiundertheNDArcvicw~. 

Iv. 21 CFR 314.101(d)(9) 

Knoll’s claim that 21 CFR 314.101(d)(9) is unlawful is not relevant to the issues raised in the 
original scheduling petition.’ Moreover, the potential application of this qulation to Knoll is 
not ripe for response from the Agency. To date, FDA has not refused to file any 505(b)(2) 
application for levothyroxine sodium; Knoll has not submitted an application of any kind for 
its levothyroxine sodium product; and the Agency has not stated that it wiu refuse to f?le a 
505(b)(2) application for a duplicate of a previously approved NDA for levothyroxine sodium 
eligible for approval under SOS(j). The Agency simply pointed out that its authority under 
section 314.101(d)(9) to refuse to lile a 505(b)(2) application could apply to an application for 
levothyroxine sodium. 
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V. 
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